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(57) Abstract 

An ophthalmic O/W emulsion composition which comprises difluprednate, a phospholipid, an oil and water. This composition is 
excellent in the solubility of difluprednate in the lacrimal fluid, which makes it expectable to attain a satisfactory anti -inflammatory effect 
even in n low dose to thereby enhance the economic efficiency or to reduce the systemic adverse effects apprehended in dropping 
difluprednate in the eyes. 



(57) sm 



A L 7fi"*.—T 

AM T;l-><=7 

AT ^--^ h y 7 • 

AC t-^^i)7 

A 2 7*t>V/<-4 > 

BA *'3.= 7 •■~.ji*'yx=rK1- 

a B ^/u^-s 

B E — 

b f y/t-*r • 77 y 

B C y 7 

B J Xty 

BR 7?i?A- 

BY — > 

CA * + y 

CF 95i77!l» 

CC ^>=r-#f0S 

CH -f * 

CI =- Y'^t—a, 

CM JSji/U— > 

CN. "FIB 

CU *a— /* 

CY *7'd^ 

CZ f L =5'=» 

D E (-V V 

DK — 9 

EE i^.h = 7 

E S > 



F ! 
F R 
G A 
C B 
GE 
GH 
GM 
GN 
CW 
OR 
HU 



I 
I 
I 
I 
I 
1 

KE 
KG 
K P 
KR 
KZ 
LC 
L I 
LK 
LR 
L S 



7 -f > 7 > K 



U—T 

#>tT7 

*-T 

^f-r ■ r-tf-jf 
* y ->^• 
/^:/•:tf•!l- 
-l•:✓ k*->7 

74/^7 > K 

7-C ^ v ^ K 

-<:? !)7 

B:£ 

7"=7 

^/^^ 

JfcfflM 

*t73JV 

ir> h • /i'i'7 

^ y • t^tj 

MU7 



LT y 1-7 = 7 

LV ?!-ir^7 
MC = 

MD */P^</ 7 

MC tWxU/u 

MK -^7 r--=7IB=.-=** 
5^-f7#?DBl 

ml y 

MN ^-^^u 

MR ?-!)^z7 

MW 777^ 
MX = 
NE 

NL i-^sy 

NO y— /i^57i — 
N Z • *y— 7 > if 

PL #-7^K 

pt 7r.i\,Y.jjfi, 

RO s- -=-7 

RU n->7 

SD ^ — 

SE * C7 7^> 

SG .->>if*-^ 
S I 

SK *ai7>*7 
S L ■ !✓;}-—.$ 



SN 

SZ *7y7>K 

TD f-Y-r." 

T G h- — rf— 

TM *z=.7.9i/ 

TR h/t-a 

TT h y K • r--W 

UA 7 t 7 •< 7 

us *S! 

VN {'■(irti 
YU 

ZW 'y-y/Kfs. - 



WO 98/30221 



PCT/JP98/00048 



&BRfflO/W x 7 ;^ 3 >a&fjJ$jT? % ^&{c*tf-£ V-t— hOjgjgttJc 

*ISWtffl\,^*lS^7;l/7*U K^-— Hi4#&8845 -28370 s 4££HS45-28371 

o C tfrV£-f, ^j^«'±§B©#W8-2l7678T(i^igfflM 

OTF5-186333, W094/05298IC^ ikfcjm&QmfaVWa&tffiMlfl 

1 



WO 98/30221 

PCT/JP98/00048 

«W£Lfc|g*, ^^l/K^-K U>W. tt&Cf**^f 50/W 

*s W*.tfRttfc x BRflftft& M ^ ±BM&. iagife. tt 

K^-hMtt^tWISSnSfcOTtttti,^ W> 0.002 ~0.5w/v L ffi 
L< {±0.002 ~0.06w/v X T££ 0 ^^U Kt- 002»/v iU^ 

2 



WO 98/30221 

PCT/JP98/00048 

MM). 002 ~0.06w/v % Oftffl-ctt, M-x^^U K>- h<Z)£jgft£ 

;HV->h-,K **7rf-JWy*n-,L, % y^^ 7x ^ K ^ 
> =f U -J X ^ y > MT?i ^i^KA^rfy^.^,^ 

cn&©y>M«± % ^( ± ^_ hy _ A (asiaw) NC _ 10S mmmn 
Kf*y. B*mm cm > > »»«us,*> ( m« (ft) ) , m]yi/f . 

>PL-100H. InjPL-lOOE. JI1PL-100LE , ^PC-98N (4^-t~ (ft) K & 

*b* <*o ) , pcs e*s*77 7 f^ 3 y . B *. m (fl0 } % PCSH (7R 

NC-21 0Mf«te»Sl/S/^> % (ft) ) x | P ^L,->^ >LPL _ 20> x 

>=fy tf y KCB-i U7om +J - e _ (|fe)K 3 _ hv _ A 
(Sfiftft) MC-6060 (L -a-.^5 h-f ;^X7 7 f-^=» y a « 
Ail (ft) ) N a-hy-A CSfiffii) MA-6060 (L -a-^</b* h-Ol,** 
77?i; ^ B *« > ^ =-hV-A (Sftftft) MGLS-6060 (L - 
a-S^?** h^^X7 r f-^-DL-ry^D- W , B^gg (ft) ) ^ 
^-hV-A MGLA-6060 (L ~a-^;Ui K^X7 7 f-^ 

-Dl-^p-^ g^g (ft) ) ^©^^^ nrfc ^^ 



WO 98/30221 

PCT/JP98/00048 

Xr7'J>», SVxfyR U7-;U^ *W>»*©i&fc 

*^<-ffl^S?4«lc$ij|B(i4iifi^^ =fv74, =n->^ 

f-^-^m *y-m t779-i, m«^©» 
i> x^7>f®itttttfi^0^ h yary^aary-fey hy^y 
y y 6 ~i8j@©«sg c^i±\ *^n>®. xtt-j^ 

'<JHT>&, i'JXf^ y/-y^) ©ty^ ^ Xtt h V 7 V* 5 <( 

4 



W ° 98/30221 PCT/JP98/00O48 

(#) ) x NIKK0L-*7 5 9-& (B3feV^;UX (ft) ) % NIKKQL**><ftE 
(H3fe^r$*;l/X (ft) ) x NIKKDL h >J xx^-F -810 (+IIjj|flfig?MJ^V 
-fe^Kx UifrriiulX (ft) ) > M10 h 'J -tr^ 

-f h\ S*»fl& (ft) ) , NIKKOL TrifatP -52 Utemto'*-mm®YV 
^'J-fe?^ Kx BltfrltifrX (ft) ) x NIKKOL MGS -A (t;xf7'J>® 
**V-fe»J >x B^^yUX (ft) ) N NIKKOL IPM -EX U 'Jxf^VT 1 
nf;k HTty 5*7 JVX (ft) )x NIKKOL IPP i =f-ytftf V y D t °, k 

B3fc^#;l/X (ft) ) x • i/ij =J->SH200C-100cs 

(ii/-^3--^..>ij^> ) n gg«ta^5 7 ^ >JJo> 70 _ s - x 
4 >no. 150 -s , mo. 200 -s , uno. 260 -s N j^no. 350 - 

S i=±#&Xm. (ft) ) ^^n n p«-c?^$tlT^t3^icA^T^-5o 

Mx 'J>lSliiSSi:*tLT0.5~80Iiai^ 1^ :wt/* g >4i©« 
Stt 25w/v ^m^CiWtllv >SISlfiS^(c>FfL0.5 ftt 

3 ^i^n^o mom&tfv >mw 1 smctlto. 5 ass^-ew^ 

ifc, »<0ffiffl»<ij >fi»l»aas»c»LT80fi«4aiL*i?L-fb3SA<JW* 



WO 98/30221 

PCT/JP98/00048 

-;k ififl:*; a, ^b^>if;U3^^A x 

& & l < (i y >bik{c» Lr ta^o 

6 



WO 98/30221 

PCT/JP98/00048 

tmzn&i&^mzmmtete\,^ mm. ifu>j?7;«»( sit. bd 

ft Kfp£ $ ft s igj^if S o 

ittaHJprtfOOl-O. 2w/v L< ttO.002 ~0.05w/v * T&£ 0 



WO 98/30221 

PCT/JP98/00048 



y )> y>-o v ^o~(-vf ^~55o |^cO/v|scO l9s>>~C&o D 

TC-5S, y ho-X (&mm) 60SH-50&O'[5]60SH-4000 (h Kn + S/^p fcT 
;M^M?,Vp-X2910, fitter* (ft) K > hn-X 65SH 
-50, |5]65SH-400 , l^65SH-1500ROT65SH-4000 (h Fn^^nf^f 

;nr^n-x2906, immurn a*> ) , sb- 4 . * hp-x cssm) 90 

SH-100 , P190SH-400 N P190SH-4000Rt/l5l90SH-30000F (t Fc + ^nt' 

ftiMb«* «*) ) % 7-^HEC CF-H (h Ko 

+ ->xf^t;P P -^, 7^*yu (ft) ) % Tylose (% mm) H300G4PHA 
(h FD + yxf^q-x, ^iJ7>h^ (ft) ) , fegypc (t 
Fa + ^o^p-x, fci&Mb¥l* (#) ) % Tylopur (Sftfifil) MH 

300G4 (hKn+yif^f/l/t^D-x, ^7'J7>(-y t ,s" y (ft) ) ^ 

*^*>tt«0*»ttt^n-x5t»ftoffiffl* ( i x m ^ , 0 :'oo05~5w/v XT* 
0 > if* L < tiO. 02—0. 5w/v ^Trfe £ 0 ' 



8 



WO 98/30221 PCT/JP98/00048 

5.5 ~8. 0 ;6W£U> 0 

mmmm^ hci ztztemm-cmvpnimmi, *%m<oyv>\szn>v+ 

-h^WO/W X7;^ 3 >«tf^f#?,Ci^iS 0 MiCClc7>a:v/l^ 3 >£ 

mm 

tttt* Mm^mzntz&^&Tfr^oiMtyvmMMfglc&fttZ (J. Pharm. 
Sci., 64(6), 931-936 (1975)) 0 +ftfr%j!mW.&<Dmfa$<D¥7jU7i,i:+- 

£o ^(±'W097/05882icfc^r, ««^©&8?£jg£&#Lfc7;t/*p.x hny 

9 



WO 98/30221 PCT/JP98/00048 

£ fc&Bft $ tifc^gj * - > j - a - ^ ic j: 5 £ft p£ iR^feT- & § 
7*1/ h®&$f£SHffilcte, W%Km.mmMtZ>V-J )V7V Y±- 

$ : NaCl 0. 8w/v X . KC1 0. 02w/v % , Na«HP0 4 0. 115w/v % , KH z P0< 0. 02w/v 
X. pH7.4)£fflW- 0 COPBS *15mL©i.fc##aWJCAn, 36°C©m^» 

#iKf&^ ^:MB^g)X7^ 3 > QnL) PBS (ml) 

21 0.25 5.0 

51 OA 5.0 

C©Jiv;U^3 Iz&l&taLfcPBS 0. 4mL £-R8ft6ifi*y h (5 'J^TSS^^h 
7 7';-C3LTK)lC^<^S (PBS Cx^V-; 3 >»LT^f> U 
fi'C^lSS (MS-150, (#) M-ffiX)T\ : JyjV^[yY±-bt<mmLXi^ 
£PBS i^A^ a (8500rpm , 5 Lfco #8ILfcPBS *Oi?7;L/ 

HiHPLC£ffll>T£S.U PBS(Al«) l«LTl^^7^b 

«M 1 

$m\s->?-y (^-hV-A (g&j8j&) NC-10S, *X7 7 f^3 >J >95X , 

1 0 



WO 98/30221 

PCT/JP98/00048 

a*m c*o . sit. Epc tm) iffsi^.>f> ( ^ 77malJ 
t) ^mmitnncom^^y^j-^ (m (v/v) m ^ mzmm 

(N0.200-S =*ft«* <*) ) i^ytyy*^^ mL<mmm 

■Li LA*, v-r^y-^-jf- (Microfluidics^:M-110EH)^ffl^T. 
750kg/C ©AnET^30[H] M$ i±^i:L/z o ^m*7L«(ciN©Na0H^ 
fcU P H*6.5 -7.5 l= » U ^7^UK^-h*^ S *|s M(0i ^ 

SOmL^Jn^., ffi^aufg^teS (BRANSON I C 12 (^>V>1±Sg) flyg) {C J; 



,1 1 



WO 98/30221 



PCT/JP98/00048 




:*m<D^A,y a> * m T2U Sim® 
: BPC ; PYL = 7 : 3 ( 

M« ^• 005 1 v/vn^Ft-K2w/vHWX P H7.o 

°- 05 W/V * 2n/a««>, P H7.0 



2 



1 2 



WO 98/30221 

^-2 



PCT/JP98/00048 



mm 



w/v % 


w/v % 


w/v X 








9 0.02 




1.00 . 


0. 002 




10. 0 50. 0 


0.2 


1 0.05 




2.50 


0. 005 




10. 0 50. 0 


0.5 


2 0.10 




5. 00 


0.01 




10. 0 50. 0 


1. 1 


10 0. 50 




22. 50 


0. 06 




8. 3 45. 0 


2.4 


11 5. 00 




25. 00 


0.5 




10. 0 5. 0 


1.5 






0.002 






0.1 












13 jg 






0. 01 






0.5 












8 .1 






0. 05 






1.4 












14 fig 






0.1 














2.3 


y >mn 




: EPC 


: PYL = 7 


: 3 ( 










: m% 


(K (w/v X) / 3Wl/Ft-|> (w/v X) 










''157 O Cw/v 


*> / v>mn (w/v <o 
















mm®. : 


: 0.002 w/v % mfl/H-l s 


2w/v % PH7.0 






0. 01 


w/v % Mmvt-i „ 


2w/v 


■X M*'J\ PH7.0 






0. 05 


w/v % miwt-\ „ 


2w/v X y\)v\\ P H7. 0 






0.1 


w/v Jf 3>7*7*I/Ff-F , 


2w/v 


X pH7.o 





MM&\ 3 

1 3 



WO 98/30221 PCT/JP98/00048 

A. 0.002 ~0. 06w/v X K^- h 

B. AlSSSP^SffL^ 5 ~15SSBP©y >||gg 

C. BlfiS^(c*fLT0.5 ~80fifiTOMi 



-3 





mm 




3WI/FM 








w/v X 


w/v X 


w/v X 






Og/mL) 


9 


0. 02 


1.00 


0. 002 


10.0 


50.0 


0.2 


15 


0.01 


0. 80 


0. 002 


5.0 


80.0 


0.2 


16 


0. 16 


0. 08 


0. 002 


80.0 


0.5 


0.3 


17 


0.16 


12. 80 


0.002 . 


80.0 


80.0 


0.3 


1 


0. 05 


2.50 


0. 005 


10.0 


50.0 


0.5 


18 


0. 06 


0. 60 


0.01 


6.0 


10.0 


0.9 


2 


0. 10 


. 5.00 


0.01 


10.0 


50.0 


1.1 


3 


0.20 


10. 00 


0.015 


13.3 


50.0 


1.2 


19 


0. 20 


0. 10 


0.015 


13.3 


0.5 


0.8 


20 


0. 20 


2.00 


0.015 


13.3 


10.0 


1.3 


21 


0. 40 


25.00 


0.015 


26.7 


62.5 


0.7 


4 


0. 20 


16. 00 


0.017 


11.8 


80.0 


1.6 



1 



4 



WO 98/30221 












PCT7JP98/00048 


22 


0. 40 


4. 00 




0.017 


23.5 


10.0 


0.9 


23 


0. 60 


6. 00 




0. 02 


30.0 


10.0 


0.7 


24 


0. 20 


0. 10 




0. 03 


6.7 


0.5 


1.2 


5 


0. 25 


12. 50 




0. 04 


6.3 


50.0 


3.1 


6 


0. 25 


20. 00 




0. 04 


6.3 


80.0 


3.1 


25 


0.50 


2. 50 




0.04 


12.5 


5.0 


1.4 


26 


0. 50 


5.00 




0. 05 


10.0 


10.0 


1.9 


27 


1.00 


25. 00 




0. 05 


20.0 


25.0 


0.6 


28 


1.50 


15. 00 




0. 05 


30.0 


10.0 


0.5 


10 


0.50 


22. 50 




0. 06 


8.3 


45.0 


2.4 


29 


0. 50 


15.00 




0.06 


8.3 


30.0 


1.4 


30 


2.40 


1. 20 




0. 06 


40. 0 


0.5 


1.7 


31 


2. 00 


25. 00 




0.2 


10.0 


12.5 


1.8 


11 


5.00 


25. 00 




0.5 


10.0 


5.0 


1.5 


32 


2. 50 


25. 00 




0.5 


5.0 


10.0 


1.8 




















•" 


BPC 


: PYL =7 : 


3 ( fifiJfc) 






Lip/iW 




m 


iW (w/v JO / mtm-\ (w/v %) 










mw 


imio (w/v %) / y>/jgi 


' (w/v X) 





mmi i 

tf-fr-kbv-T. U hv~X SM-100 , itmt^Jim (80 ) 

(7o°c^±) ^^^x^-tmyk^u-t uzmnLtiA<^ 

1 5 



W ° 98/30221 PCT/JP98/0D048 

LKm22<D^JWJ 3 y500ml mtia U «t<g^Lfco C©g£fc£lN HC1 
ibtl/c^O^jix-.^x (§©KtH) Z (ft) ) 

fife # 







0. 0085 


w/v X 


BPC 




0. 14 


w/v X 


PYL 




0. 06 


w/v X 




200-S 


2. 00 


w/v X 


^ ho-X (MS 


SM-100 


0. 1 


w/v X 






0. 005 


w/v % 






0. 25 


w/v X 


y -b y > 




2.2 


w/v X 


IN HCl 




M (pH6.0 IClgtSO 


US* 







2 

f;^p-x?-t:'Jh'-^7;^-^ CM^»20oo, M«xm (80 ) 

1 6 



WO 98/30221 „„„ m 

PCT/JP98/00048 











0. 02 


w/v X 


EPC 


0. 175 


w/v X 


PYL 


0. 075 


w/v X 


tfiW}'*77 < >No. 200-S 


1. 25 


w/v JJ 




0. 05 


w/v JK 




0. 02 


w/v X 




0. 05 


w/v % 




0.026 


w/v JK 




0.014 


w/v X 




2.2 


w/v X 


IN HC1 


sa (pH8. o icsss) 







3 

^^D-x^t;'jt'^f P ij k> c=i u k> ismmm 30, basf 

Aktiengesellschaft ) ^ pn^;-;!/^^ t Kn + «>$If 



1 7 



WO 98/30221 



PCT/JP98/00048 

^-^ E&E&zfm& 

EPC 0. 175 w/v % 

?Yl 0. 075 w/v % 

m^y^yHo. 200-S 2.50 w/v % 

0.2 w/vX 



0. 026 w/v Jf 
0. 014 w/v ft 



^y-trU> 22 



w/v X 



IN HCi 

»7k 



MM (pH7.o 



epc , pyl ^>A^;^ (io/i (v /v ) ) m ^ mcmmL 
(ssans) sM-ioo , mmx* (») ) £31^ (70 mj:) km^t 

-OTK^^©^i»itl,,^ 7 ^ > (No. 200 -S . ELfflt^Xm (80 ) 

1 8 



WO 98/30221 PCT/JP98/00048 

- (Microfluidics itS!:M -110BH ) *ffll>T, 750kg /cm 2 ©inET^SOlHl 
»»Jix-^ X Z (HUtfX-ft^ (#) ) ^Ufl/ 

& ft jg^SRoqag 

'^^l^Kt-F o.Ol w/vX 

EPC 0. 07 w/v X 

PYL 0.03 w/v X 

JSS^^V-r VNo. 200-S 5.0 w/v X 

> ha-X (1W© SM-100 0.1 w/v % 

EDTA"^- |> <j^A 0.0075 w/v X 

y;i/f y o. l w/v x 

^*y> 2.2 w/vX 

S»J 5 

32$0NKi6©iv;U>> 3 ^IMSfc&^T, thZffiM'^? < >No. 260-S 
(=3fcft¥l3l (m ) 1^ >?-;Mr;l/o-*£y hn-X (%t®ffim SM-400 



1 9 



WO 98/30221 



PCT/JP98/00048 









: J-7)\s-7V Yi-- Y 


0. 05 


w/v % 


BPC 


0. 875 


w/v X 


PYL 


0. 375 


w/v X 


$SM'*-5 7 4 >No. 260-S 


12.5 


w/v X 


/ ho-X (ggffig) SM-400 


0.2 


w/v X 


EDTAH^- h 'j ?A 


0.01 


w/v X 


v;nf >I8# r ; r>A 


0.1 


w/v % 




2.2 


w/v X 


IN HC1 


MA (?L«(c^DLTpH6.0 fcPMg) 


m%7k 





6 

mm&®<D*-?jw? 3 >®mm i zt s ^ r> ^m^^ >n 0 . 150 _ s 
c^b^xn > . n-ju-tuvu-x&j hu-x csmsm) sm-is 

Gf^t^XS (ft) ) fcfUTTOU Vyjifuh'i— -ht^tzxmjl 



EPC 
PYL 

II^'5 7-( >No. 150-S 
/ hn-X SM-15 
EDTAZL^- h y i^A 
V;i/t*>K* 'J £ A 



0. 025 w/v X 

0. 875 w/v X 

0. 375 w/v X 

12. 5 w/v X 

0. 5 w/v % 

0. 002 w/v X 

. 0. 1 w/v X 
2 0 



WO 98/30221 

PCT/JP98/00(M8 

2.2 w /v ^ 

1N HC1 ®s tfufc&ic&fln ltpH5. o icms) 

S«J 7 

«ffll«4E«©i^5;H>waiffi l cfcl»T, tt*6R«E»^5 7 -f >No. 70 
THSU ^7/U3rL/K*-h*^WfS*5B^TO*»A:„ Sic. 

i^asu^ 

0.005 w/v X 

EPC 0. 263 w/v X 

PYL 0. 113 w/v X 

eSaESfr'^?* >No. 70-S 1.88 w/v X 

^ hn-X SM-1500 0.001 w/v X 

EDTAZL^-hU^A o.02 w/v X 

^>^;i/7;U3-y|/ o.5 w/vX 

2.2- wAX 

1N Na0H «* (¥L«(C» LTPH7. 0 (CM) 

S»J 8 

2 1 



WO 98/30221 



PCT/JP98/00048 



: J7JU7U h'i— h 

EPC 

PYL 

$iW)'*7 7 4 >No. 200-S 

* hv-x wmm) sM-ioo 

/ 'J -fe 'J > 
IN NaOH 
M%7k 



0.005 w/v X 

0. 263 w/v X 

0.H3 w/v X 

l- 88 w/v X 

0. 1 w/v X 

0. 05 w/v X 

0. 5 w/v X 

2. 2 w/v X 



mm g 

hn-X (Sftffift) 60SH-50 (ft) ) ] KftiTMU 5>7 

^^^**IS§«O^ISSrJ^»^ 0 Hie, ®MW l tlSl^tC^ 



EPC 
PYL 

'MW)'<? 7 4 >No. 200-S 



0.01 w/v % 

0. 525 w/v X 

0. 225 w/v X 

3. 75 w/v X 



/ hP-X (ggBjgS) 60SH-50 0.1 w/v X 

2 2 



WO 98/30221 



BDTAZLf- h ] ) VM. 
IN NaOH 



PCT/JP98/00048 

0.0075 w/v X 
0.4 w/v K 
2.2 w/v X 

mm mmzmuLTm.o \zmm 



ommo 

^ m&mmm m 



EPC 
PYL 



0.02 
0.14 
0.06 
10.0 



* hu-X (til© SM-100 0.05 
^ 'J -fe 'J > 



w/v X 
w/v % 
w/v X 
w/v ^ 
w/v X 



0.0075 w/v JK 
0. 1 w/v X 
2. 2 w/v X 



IN NaOH 



M (?LMiC&;f?flL-CpH6.0 a 



2 3 



WO 98/30221 PCT/JP98/00048 



3 



mm) sm-25 tfemtrnxm oho ) k^ttou vyj^u 

^^^'t-h 0.05 w/vX 

EPC 0.875 w/v X 

PYL 0. 375 w/v X 

'«*-tr-h810 12.5 w/v X 

^ hu-X (gUSa) SM-25 0.2 w/v X 

EDTAn^MSA o.Ol w/vX 

v;i/t*>si* u o.i w/v % 

yy* x )y 2.2 w/vx 

1NHC1 MS. (?L^(c^}DLTpH5.5 izmm 



2 4 



WO 98/30221 PCT/JP98/00048 

2. tiso^a ~d z^tmxmitmcD&v&mo/v! ^j^ 3 >,m« c 

A. 0.002 ~0.5 w/v X f* N 

B. A IfiggflJuft-LT, 5 ~80fifiSB© 'J >^g, 

C B lfiMfctfLT. 0.5 -SOjSii^ JeLo s 0/W x 7 ;l,y a ^o» 

g#25 vv/v JHTTfe^ft, &tf 
D. ®S©7Ko 

A. 0.002 —0.06 w/v X® ^7/1/^1/ K 

B. A lSaa5i^*tLT, 5 ~I5Mfi£|5© >J >fl|g, 

C B 1 MSBKftLT. 0.5 -SOfiS^T. So, 0/W i^uy 3 y^ojg 
&*<25 w/v XJ^TT&Sitik R[>' 

D. 

5. ^t^JtLT. 7;/K, +b-h^ ^'J77;^>^k^ **l£© 

<Z>.6IRJB0/W ^^3 >ffl^ 0 

6. mm%L vmmi mmu mm. mm. Rvmm^t^m- 

hMimtz'Pte < t 1 S^WLT^-Sfg^ri l - 5 1 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP98/00048 



A. CLASSIFICATION OF SUBJECT MATTTCR 

Int. CI 6 A61K31/57, A61K9/08, A61K47/14, A61K47/24 



According to International Patent Classification (IPC) or to both national class ification and IPC 
B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 5 A61K31/57, A61K9/08, A61K47/14, A61K47/24 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic dal. .base consulted during the international search (name of data base and, where practicable, search terms used) ' 
LA ( o J. N J 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



JP ' 61-249918, A (Yutaka Mizushima, Yoko Shoji), 
November 7, 1986 (07. 11. 86), 

Claims ; page 1, right column, line 14 to page 2, 
lower right column, line 12 (Family: none) 

JP, 8-217678, A (Senju Pharmaceutical Co., Ltd., 
Mitsubishi Chemical Corp.), 
August 27, 1996 (27. 08. 96), 

Claims ; page 2, right column, lines 8 to 20 ; 
page 4, left column, lines 9 to 19 (Family: none) 

JP, 62-270521, A (The Green Cross Corp., 

Kaken Pharmaceutical Co., Ltd.), 

November 24, 1987 (24. 11. 87), 

Claims ; page 2, upper left column, line 17 to 

page 3, upper right column, line 14 

& EP, 253472, Al 



Relevant to claim No. 



1-6 



1-6 



1-6 



IT] Further documents are listed in the continuation of Box C. Q See patent family annex. 



Special categories of died documents: 
A" document defining Ihe general stale of the art which is not 

considered to be of purlicutar relevance 
E* earlier document but published on or after thu international filing date 
V document which may throw doubts on priority daimfs) or which is 
cited to establish the publication dale of another citation or other 
special reason (as specified) 
O document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the international filing date but later than 
the priority date daimed 



"T 



"X" 



later ducumcnt published ufler the international Gling dale or priority 
dale and not iu conflict wi In the application bat dted lo undersland 
the principle or theory underlying the invention 
document of particular relevance; the claimed invention carmol be 
considered novel or cannot be considered lo involve an inventive step 
when the document is taken alone 

document of particular relevance; the daimed invention cannot be 
considered to involve an invendve step when lhe document is 
combined with one ot more oihet such documents, such combinarion 
being obvious to a pereon skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
March 17, 1998 (17. 03. 98) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Date of mailing of the international search report 

March 31, 1998 (31. 03. 98' 



Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP98/00048 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



JP, 5-170643 , A (Pola Chemical Industries Inc.), 
Claims (Family: none) 

JP, 5-186333 , A ( Yissum Research Development Co. of 
The Hebrew University of Jerusalem), 
Claims & EP r 521799, Al 



Relevant to claim No. 



1-6 



1-6 



Form PCT/ISA/210 (continuation of second sheet) (July 1992) 



; m^tHm^ PCT/j Psa/OO 04 8 

A. «i!fl0j£i-3aSFeo#g (HBS^»S (IPC) ) 
Int. CI' A61K31/57, A61K9/08, AB1K47/M, A61K47/24 



saSS:ttofcir/MlKr4 (HI8«TF#g (IPC) ) 

Int. CI' A61K3I/57, A6IK9/08, A61K47/H, A61K47/24 



CA (STN) 


C. 




■tlT-ziy — * 






X 
Y 

Y 


£ J U 2 7 \ 8 ^ • 1 9 9 6 27. 08. 9 6), 1#rF!I#:£DSn 
H. S 2 fill 8 tr-lg 2 0 fr&tf» 4 9 S~|T 9 f? 

5£wtt) , 24. 111. 1987 24. 11 87) iftl? s § 


1 - 6 

1-6 

1-6 






Taj #CIB«(7)fc5X»Ttt/i<. -««it«*tp*ijrf- r T j HgafflJHHXttffijtBacaai^Xtt-CfcoT 
rpj BBgUHBtt-r. ^os^^^s^t**^ f &J |si-/ *??77sy-5» 


17. 0 3. 9 8 


m&mmm'&in&iza 03 98 


9*B£fI*/T ( I S A/ J P) 
SlSffiS^ 1 0 0-8 9 1 5 


laSS^ 03-3581-1101 1 


4 C | 9 4 5 4 
3 4 5 2 



SSPCT/1SA/2 10 (12^-y') (l 9 9 2i£7/j) 



SSSfcbSSS^ PCT/JP9 8/0 0 O48 



C (Set) ■ rmi-6i:®*>bilZ i T{& 









A 
A 


& EP, 253472, Al 

AkSl^SSW <*-'**x«K«t) , mm 

J P, 5-186333, A • V i—f- • ^oy^ 

h • #>VV=l — • • f-' • =l-;<— yi . . jc 

/uf-UiO , #rFff^C0$5ia & EP, 521799, Al 


1-6 
1-6 



gSPCT/I SA/2 1 0 (S2^-^|) (] 9 9 2¥7fl) 



